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1. Background information on the procedure Qj
. \@
1.1. Submission of the dossier é
The applicant Chiesi Farmaceutici S.p.A. submitted on 24 November 2017 an apglication for marketing

authorisation to the European Medicines Agency (EMA) for RIARIFY, through centralised procedure under
Article 3 (2)(b) of Regulation (EC) No 726/2004. The eligibility to the centr@ procedure was agreed upon
by the EMA/CHMP on 18 May 2017. The eligibility to the centralised proc;& nder Article 3(2)(b) of

f

Regulation (EC) No 726/2004 was based on demonstration of interest o ients at Community level.

The applicant applied for the following indication: é

Maintenance treatment in adult patients with moderate to seve nic obstructive pulmonary disease

(COPD) who are not adequately treated by a combination of ed corticosteroid and a long-acting
beta2-agonist (for effects on symptoms control and preven f exacerbations see section 5.1).

The legal basis for this application refers to:

Article 10(c) of Directive 2001/83/EC — relatinge;ormed consent from a marketing authorisation holder
for an authorised medicinal product.

The application submitted is composed of &istrative information with a letter from the MAH of Trimbow,
Chiesi Farmaceutici S.p.A, allowing the eference to relevant quality, non-clinical and/or clinical data.

This application is submitted as a i of Trimbow authorised on 17 July 2017 in accordance with Article
82.1 of Regulation (EC) No 726/

Information on Pae &c requirements

Pursuant to Article 7 of ulation (EC) No 1901/2006, the application included an EMA Decision
Cw/0001/2015 on th@nting of a class waiver.

Informatioﬁ@ing to orphan market exclusivity

o\
Similar@

Pur Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No

8 , the applicant did not submit a critical report addressing the possible similarity with authorised

orphan medicinal products because there is no authorised orphan medicinal product for a condition related to
the proposed indication.

Scientific Advice

The applicant received Scientific Advice from the CHMP on 21 February 2013 and 10 April 2013. The Scientific
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Advice pertained to non-clinical and clinical aspects of the development and on the Phase 11l stydies’ design
as part of the dossier.

1.2. Steps taken for the assessment of the product . %

Rapporteur: Harald Enzmann Co-Rapporteur: Jayne Crowe QO

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

N
The application was received by the EMA on \) 24 November 2017
The procedure started on @ 25 December 2017

The Rapporteurs circulated the Joint Assessment Report on the r@&ses to the List | 29 January 2018

of Questions to all CHMP members on
The PRAC agreed on the PRAC Assessment Overview and @ CHMP during the | 8 February 2018
meeting on

N

The CHMP, in the light of the overall data submitted scientific discussion 22 February 2018
within the Committee, issued a positive opinion for_ granting a marketing
authorisation to RIARIFY on 6

W

Xo

2. Scientific discussioné}

2.1. Problem statementob
2.1.1. Disease or co@tion

COPD is strongly link XObacco smoking, particularly cigarette smoking and is a male predominant
condition, in COPD %trials in developed countries generally about two thirds of included patients are
male and for baoth%gpalés and females the average age tends to be in the early sixties. In poor countries the
male predomi Xis not as marked as women may develop COPD as a result of cooking over open fires.
The preva e?xmuite variable on a local basis with higher prevalence linked to lower affluence and social
status. Sc ing would be possible by mass measurement of lung function which is cheap, easy, and non-
invasiv s not done in practice. There have been no substantial trials of the value of screening for COPD.
Tob oking cessation or non/never smoking is an effective measure and societal efforts have been
in“that direction rather than into screening programmes.
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2.1.2. Biologic features

COPD is characterised by cough, excess sputum production, airways narrowing leading to air g and
hyperinflation of the chest, and loss of lung tissue (emphysema). In its more advanced st itfcauses strain
and eventually failure, of the cardiac right ventricle. 0@

2.1.3. Clinical presentation, diagnosis and stage/prognosis O
Clinical presentation tends to be as cough and breathlessness in a heavy ciga@oker and is unusual

before approximately the age of forty. Q
Exacerbations in COPD are driven by episodes of acute inflammation, usﬂ ollowing a viral or bacterial

infection. While current maintenance therapies prevent exacerbations,in y COPD patients, exacerbation

events in others remain poorly controlled, resulting in frequent use ral corticosteroids and antibiotics and,
in many cases, recurrent hospital admissions. This is particularly plified in a sub-population of patients
termed frequent exacerbators. Despite treatment, some patie not regain their baseline lung function
following an exacerbation and repeated events can lead to rated decline in lung function, resulting in
a worsening overall quality of life for patients and a signifi burden on healthcare resources.

The prognosis in terms of morbidity and mortality is di linked to the extent of lung damage.

2.1.4. Management O

Management is through smoking cessationg@harmacological intervention with bronchodilators and anti-
inflammatory agents and, when necessar &ment of respiratory infections, physical rehabilitation is aimed
primarily at muscle strengthening, and i anced cases long term domiciliary oxygen administration is
helpful and has a proven benefit on antion. Some patients are suitable for lung volume reduction
surgery to reduce non-gas exchang@oraoic space. Once developed the condition is only partly reversible
SO more treatment options are a@s welcome.

About the product Q

This is an informed cygh application in accordance with article 10c of Directive 2001/83/EC.
1

The product of thigfa
L 4
micrograms /5 n%( rams /9 micrograms pressurised inhalation, authorized on 17 July 2017, marketing-

authorisation ?Qd}r, Chiesi Farmaceutici S.p.A.

Approval @amed for the following indication:
Mai e@ treatment in adult patients with moderate to severe chronic obstructive pulmonary disease
etak-a

cation is a duplicate with identical composition and documentation as Trimbow 87

( ho are not adequately treated by a combination of an inhaled corticosteroid and a long-acting

b gonist (for effects on symptoms control and prevention of exacerbations see section 5.1).

Type of Application and aspects on development

Riarify 87 micrograms /5 micrograms /9 micrograms pressurised inhalation, the medicinal product of this
marketing authorisation application, is a duplicate of Trimbow 87 micrograms /5 micrograms /9 micrograms
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pressurised inhalation. Riarify 87 micrograms /5 micrograms /9 micrograms pressurised inhalation have the
same qualitative and quantitative composition in terms of active substance, and the same phar utical

form as the reference product Trimbow 87 micrograms /5 micrograms /9 micrograms press e nhalation.

The MAH for the authorised medicinal product and for the product applied for in the infgrné?onsent
application is the same, Chiesi Farmaceutici S.p.A.

A letter of consent to grant full and permanent access to the dossier (module 1 to the reference product
Trimbow to fulfil its obligations as MAH as described in Directive 2001/83/EC h n prowded with this
submission.

2.2. Compliance with GLP, GMP, GCP

GLP
All pivotal non-clinical studies were performed to GLP

S
<
GMP inspection(s) QQ

No GMP inspection is requested based on this application

ccp N

With respect to GCP compliance the Applicant stat@thin the MAA that the clinical studies were conducted

in compliance with local regulation and guidanc@
guidelines and with Good Clinical Practice %’lr

granted by the Declaration of Helsinki.

2.3. Quality aspects bo

Since this application is an info consent of the Trimbow application, the quality data in support of the
Beclometasone / Formoterol: copyrronium bromide Chiesi Farmaceutici S.p.A. application are identical to

the International Conference on Harmonisation (ICH)

ulations. Study subjects/patients were accorded all rights

the up-to-date quality data e Trimbow dossier, which have been assessed and approved (including all
post-marketing proce S).

2.4. Non Cljrgekc

RIARIFY is sutéiyed under an informed consent application, article 10(c) of directive 2001/83/EC. Reference

is made t BOW (EMEA/H/C/004257, EU/1/17/1208). The applicant refers to module 4 of the TRIMBOW
MA. There , the non-clinical data in support of the RIARIFY MAA are identical to the up-to-date non-clinical
data, o BOW dossier, which have been assessed and authorised by the CHMP. No new non-clinical data
h submitted.

The Applicant provided an environmental risk assessment in accordance with the “Guideline on the
environmental risk assessment of medicinal products for human use” (EMEA/CHMP/SWP/4447/00 corr 2).
The PEC values in Phase | for all active ingredients (beclometasone dipropionate (BDP), formoterol fumarate
dehydrate (FF), and glycopyrronium bromide (GB)) are below the action limit of 0.01 ug/L. For the active
substances FF and GB no assessment in Phase Il Tier A is required. BDP and its active metabolite
beclometasone monopropionate (B17MP) are glucocorticoids. Glucocorticoids play a role in many
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(EMEA/CHMP/SWP/4447/00), a tailored environmental risk assessment strategy should lowed to

physiological processes and act as endocrine disruptors. Therefore, according to the :?A guideline
address its specific mechanism of action irrespective of the action limit of 0.01 pg/L.

The Applicant provided acceptable experimental values on log Koy of -0.02 and ;1! or FF and GB,
respectively. No further PBT assessment is required. For B17MP an experimental valg@ie 3.49 is available
and accepted by the assessor. The potential to bioaccumulate should be considered se |l Tier B for this
active ingredient. O

Table 1. Summary of main study results Q
Substance (INN/Invented Name): Formoterol fumarate dihyd g
CAS-number (if available): 183814-30-4 ’5
PBT screening Result pS Conclusion
Bioaccumulation potential- log | OECD 107 -0.02 Potential PBT (N)
<
PBT-assessment A
Parameter Result relevant \b Conclusion
for conclusion Q
Bioaccumulation log Kow -0, j not B
BCF t available
Persistence DT50 or ready available
biodegradability __
Toxicity NOEC or CMR (‘ not available
PBT-statement : The compoun considered as PBT nor vPvB
Phase |
Calculation Value M Unit Conclusion
PEC <urfacewater » default 0.0001 K/ ng/L > 0.01 threshold
0 W ) N)
Substance (INN/Invented Na lycopyrronium bromide
CAS-number (if available): -83-5
PBT screening Result Conclusion
Bioaccumulation potentialﬁ~OECD 107 -1.35 Potential PBT (N)
Kow
PBT-assessment o Y
Parameter \ Result relevant Conclusion
@ for conclusion
Bioaccumulation log Kow -1.35 not B
OAO BCF not available
Persistence - DT50 or ready not available
o’ (J biodegradability
Toxicity \v NOEC or CMR not available
PBT-sta nt : The compound is not considered as PBT nor vPvB
Phas N
Calsulation Value Unit Conclusion
%}%ewm , default 0.00025 ng/L > 0.01 threshold
N)
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2.5. Clinical

This application concerns an informed consent application in accordance with article 10(c) of 'Qe
2001/83/EC. All clinical information is cross-referred to the up-to-date module 5 of the origi ssier of
Trimbow, which has been assessed and authorised. Therefore, the conclusions drawn far, %Iinical data of
the Trimbow application, apply also for Riarify. No additional studies have been provid(.\

O

2.6. Pharmacovigilance system \Q

The CHMP considers that the Pharmacovigilance system as described by the &ant fulfils the requirements
and provides adequate evidence that the applicant has the services ?éy alified person responsible for

pharmacovigilance and has the necessary means for the notification of adverse reaction suspected of

occurring either in the Community or in a third country. {
2.7. Risk management plan QZ

The applicant declares that the submitted EU-RMP versions, thie same as the approved EU-RMP version 4.0
(dated 17 May 2017) TRIMBOW, except for the additi\@e invented name RIARIFY.

The applicant identified the following safety concerns in the RMP version 4.0 (dated 17 May 2017):

Table 2: Summary of the Safety Concerns 0

e A g
Important Identified Risks - ctrocardiogram QT prolonged, tachycardia,
arrhythmia

- ial fibrillation
] - ncreased risk of pneumonia in COPD patients

Risk of increased systemic exposure of Glycopyrronium
bromide at therapeutic doses when used in patients with

(<D severe renal impairment

Important Potential RiS"Q‘ - Cardio- and cerebrovascular events
Missing information\ - Off label use in paediatric population in asthma indication
@ - Use in patients with hepatic impairment

- Use in pregnancy and lactation

‘e

The safety n@s as proposed by the applicant are acceptable.

Table 3 ary Table of the Risk Minimisation Measures
Q.
Saf cémtern Routine risk  minimisation | Additional risk
measures minimisation
measures
Important Identified Risks
Electrocardiogram QT prolonged, tachycardia, | Text in SmPC section 4.4, 4.5, [ None
tachyarrhythmia 4.8
Prescription only medicine
Atrial fibrillation Text in SmPC section 4.4, 4.8 None
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Safety concern Routine risk  minimisation | Additional risk

measures minimisation
measur

Prescription only medicine @

Increased risk of pneumonia in COPD patients Text in SmPC section 4.4, 4.8 @/

Prescription only medicine :\

Risk of increased systemic exposure of Glycopyrronium | Text in SmPC section 4. :
bromide at therapeutic doses when used in patients with | 5.2

severe renal impairment &
Prescription only medicin:

Important Potential Risks @

Cardio-and cerebrovascular events Text in SmPC seﬁn 4.4,4.8 None
Prescription c®1 dicine
Missing Information @
O — 4
Off label use in paediatric population in asthma indication | Text i@c section 4.2, 5.1 None
@tion only medicine
Use in patients with hepatic impairment Text in SmPC section 4.2, 4.4, | None

<>.2
Q Prescription only medicine

Text in SmPC section 4.6, 5.3 None

(J Prescription only medicine

Use in in pregnancy and lactation

In line with the reference product@proposed risk minimisation measures are sufficient to minimise the
risks of the product in the propo@ndication(s).

2.8. Product inform@m

The Labelling of the sept duplicate dossier cross-refers to the up-to-date Labelling of the original dossier
(TRIMBOW), which P%e
product specific,d 2e.: invented name).

en assessed and authorised, with the logical changes included in the medicinal

The Packagg aflet of the present duplicate dossier cross-refers to the up-to-date Package Leaflet of the
original d6 k RIMBOW), which has been assessed and authorised, with the logical changes included in
8

the medic product specific data (i.e.: invented name).

tation with target patient groups

The submitted report refers to the consultation performed on the reference product TRIMBOW Package
Leaflet. No change to the authorised Package Leaflet for TRIMBOW is introduced for RIARIFY, with the
exception of the Invented Name and the Local Representatives for Italy and Spain. Therefore, the applicant™s
justification to not undertake further consultation with target patient groups, is considered acceptable.
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Braille

The applicant confirms that the name of the medicinal product will be printed in Braille for bthe carton
box in accordance with article 56a of Directive 2001/83/EC as amended. For the multipac ntations (i.e.
2 canisters of 120 actuations and 3 canisters of 120 actuations), the product name i will be printed

3. Overall conclusion and risk benefit assessme@

X

RIARIFY 87 micrograms /5 micrograms /9 micrograms pressurised inhalation, solution (beclometasone
dipropionate/formoterol fumarate dihydrate/glycopyrronium) is subm under an informed consent
application, article 10(c) of directive 2001/83/EC.

both on outer packaging and inner boxes.

The reference product for this application is TRIMBOW 87 mij &ams /5 micrograms /9 micrograms
pressurised inhalation, solution (EMEA/H/C/004257, EU/1/17/1 O@

RIARIFY and TRIMBOW have the same qualitative and quanti omposition in terms of active substances
and the same pharmaceutical form. Therefore, the benefit-fisk 0f RIARIFY is considered to be positive in the

following indication:

Maintenance treatment in adult patients with mode% to severe chronic obstructive pulmonary disease
(COPD) who are not adequately treated by a c ation of an inhaled corticosteroid and a long-acting
beta2-agonist (for effects on symptoms control@)revention of exacerbations see section 5.1)

4. Recommendations é

Outcome b

Based on the CHMP review of Q1 quality, safety and efficacy, the CHMP considers by consensus that the

risk-benefit balance of Riari vourable in the following indication:

Riarify is indicated as aintégance treatment in adult patients with moderate to severe chronic obstructive
pulmonary disease (C who are not adequately treated by a combination of an inhaled corticosteroid and
a long-acting BZ—w&i for effects on symptoms control and prevention of exacerbations see section 5.1).

L 4
Conditiops‘o} estrictions regarding supply and use

Medicinal ct subject to medical prescription.

ot nditions and requirements of the marketing authorisation

Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC and
any subsequent updates published on the European medicines web-portal.
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The marketing authorisation holder shall submit the first periodic safety update report for this product within
6 months following authorisation.

Conditions or restrictions with regard to the safe and effective use@@ﬁe

medicinal product 0\
Risk Management Plan (RMP) O

The MAH shall perform the required pharmacovigilance activities and interver&tailed in the agreed
RMP presented in Module 1.8.2 of the marketing authorisation and any agree bsequent updates of the

RMP. @

An updated RMP should be submitted: {
® At the request of the European Medicines Agency; @

® Whenever the risk management system is modified, e%ally as the result of new information
being received that may lead to a significant chan@t benefit/risk profile or as the result of an
important (pharmacovigilance or risk minimisati ilestone being reached.

N\

Conditions or restrictions with regar the safe and effective use of the
medicinal product to be implement‘% the Member States.

Not applicable.
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